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Abstract
Background: PHB (Prohibitin) gene family is involved in a variety of functions important for different biological
processes. PHB genes are ubiquitously present in divergent species from prokaryotes to eukaryotes. Human PHB
genes have been found to be associated with various diseases. Recent studies by our group and others have
shown diverse function of PHB genes in plants for development, senescence, defence, and others. Despite the
importance of the PHB gene family, no comprehensive gene family analysis has been carried to evaluate the
relatedness of PHB genes across different species. In order to better guide the gene function analysis and
understand the evolution of the PHB gene family, we therefore carried out the comparative genome analysis of
the PHB genes across different kingdoms.
Results: The relatedness, motif distribution, and intron/exon distribution all indicated that PHB genes is a relatively
conserved gene family. The PHB genes can be classified into 5 classes and each class have a very deep
evolutionary origin. The PHB genes within the class maintained the same motif patterns during the evolution. With
Arabidopsis as the model species, we found that PHB gene intron/exon structure and domains are also conserved
during the evolution. Despite being a conserved gene family, various gene duplication events led to the expansion
of the PHB genes. Both segmental and tandem gene duplication were involved in Arabidopsis PHB gene family
expansion. However, segmental duplication is predominant in Arabidopsis. Moreover, most of the duplicated genes
experienced neofunctionalization. The results highlighted that PHB genes might be involved in important functions
so that the duplicated genes are under the evolutionary pressure to derive new function.
Conclusion: PHB gene family is a conserved gene family and accounts for diverse but important biological
functions based on the similar molecular mechanisms. The highly diverse biological function indicated that more
research needs to be carried out to dissect the PHB gene function. The conserved gene evolution indicated that
the study in the model species can be translated to human and mammalian studies.
Background
Prohibitin (PHB) is also known as band_7 domain pro-
teins or SPFH (stomatins, prohibitins, flotillins and
HflK/C) domain-containing proteins. PHB genes widely
exist in a broad spectrum of species ranging from
prokaryotes to eukaryotes [1-4]. Depending on the sub-
cellular localization and other factors, PHB genes could
be involved in important but diverse biological functions
[5]. In human, PHB genes were found to be associated
with the breast cancer phenotype, where PHB localizes
in the nucleus of some breast cancer cell lines as a tran-
scriptional regulator interacting with E2F, P53, and reti-
noblastoma (Rb) to regulate the expression of
downstream genes. PHB gene can therefore serve as a
tumour suppressor regulating cell-cycle progression and
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found in lipid raft, an important component of cell
membrane [1,2,4,6-11]. The plasma membrane PHBs
were believed to serve as a target for small molecules in
the inflammatory responses and to regulate the iron
channels and membrane receptor [12-14]. Overall, PHB
genes play important roles for various biological pro-
cesses and are associated with different disease
phenotypes.
Despite the diverse biological functions, most of mole-
cular level studies for PHB genes were focused on their
roles in mitochondria. In yeast and mammalian cells,
PHB1 and PHB2 are highly homologous subunits that
can interact with each other as a complex [15-17]. The
assembled complex with 12 to 16 heterodimers is
anchored to the mitochondrial inner membrane to play
potentially diverse functions as indicated in various pub-
lications. PHB complex could interact with m-AAA pro-
tease to regulate the degradation of membrane proteins
in mitochondria [18]. The PHB complex could also
interact with stomatin-like protein (SLP-2/Stoml2) to
regulate the stability of the components of respiratory
chain complexes [17,19,20]. PHB proteins have also
been proposed to directly or indirectly interact with
mtDNA to regulate the oxidative phosphorylation
(OXPHOS) system and reactive oxygen species (ROS)
formation, which could lead to senescence phenotype in
plants and C.elegans [21-24]. In additions, PHBs might
be involved in maintaining crista morphology to recruit
proteins into the inner membrane [25,26]. Overall, all of
the aforementioned molecular studies suggested the reg-
ulatory function of PHB genes for cell proliferation
[5,27].
Despite the progresses in the function studies, our
understanding of the gene family is still rather limited.
First, the function at both molecular and pathway level
needs to be better defined. Different mechanisms for
gene function have been proposed, but few were thor-
oughly defined for linking the molecular function with
biological function. Second, many members of PHB
gene family were not well studied in any given species.
The diverse gene expression pattern as shown in the
article indicated that the member of PHB gene family
could account for very diverse functions. Third, despite
the previous analyses of PHB gene function in yeast,
mammalian cell, and C. elegans, very few studies have
been carried out in plants and prokaryotes. Recent stu-
dies indicated that PHB genes may be involved in sen-
s e n c ep h e n o t y p ea n dw eh a v ea l s od i s c o v e r e dt h e
potential function of some PHB genes in growth and
defense processes. In order to lay the grounds for study-
ing PHB gene function in different species, we therefore
carried out the comparative gene family analysis of this
important gene family to study the evolution-functional
relevance of the family.
We therefore carried out a comparative gene family
analysis of PHB genes from representative species in dif-
ferent biological kingdoms. Phylogenetic analysis of PHB
genes from different kingdoms indicated the deep evolu-
tionary roots of the PHB genes. Horizontal gene transfer
between higher and lower species has also been found.
The phylogenetic analysis is further confirmed by motif
pattern, intron-exon structure, and domain distribution
of the gene family that PHB genes within each class
generally had conserved gene structure. We then
focused on the gene duplication and expression analysis
in model plant species Arabidopsis. Segmental duplica-
tion is the predominant for PHB genes, which confirms
that the gene family is relatively conserved. Expression
pattern analysis indicated that PHB genes could involved
in a variety of functions ranging from development to
abiotic and biotic stress responses. Using expression pat-
tern as an indicator for gene function, we found that
paralogs often evolve different functions during the evo-
lution. Overall, PHB gene family is a relatively conserved
gene family with rather diverse gene function. The evo-
lution-function relationship indicated that the functional
study in one species could provide meaningful informa-
tion for another species. The study of PHB gene func-
tions in model species could also help to elucidate the
PHB gene function in cancer, aging, immunity, and
others.
Results
Evolutionary relatedness of PHB genes in species from
different biological kingdoms
In order to carry out a comprehensive analysis of PHB
gene families across different species, we first identified
the PHB genes from three major biological databases.
The EMBL-EBI InterPro database contains 6476 pro-
teins with a ‘IPR001107 Band7’ domain. The Pfam data-
base contains 6416 proteins with the domain name of
‘Band_7 (PF01145)’. The SMART (Simple Modular
Architecture Research Tool) database contains 5913
proteins with the domain named as “SM00244 PHB”.A s
aforementioned, Band_7domain, SPFH domain and pro-
hibitin domain all refers to the similar protein domain
with different names. To be consistent, we therefore use
the name prohibitin (PHB) proteins in this article [3].
PHB genes were widely distributed among most species,
including many kinds of prokaryotes and eukaryotes. In
order to study the evolution-function relationship of
PHB genes, representative species from the kingdoms of
monera, fungi, plantae, and animalia were chosen for
phylogenetic analysis. Species names and their classifica-
tion are as shown in Table 1.
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unrooted tree using the neighbor-joining method. The
statistical reliability was conducted by bootstrapping
1000 replicates. The phylogenetic analysis revealed both
deep evolutionary root and the existence of more recent
duplications for the PHB genes. As shown in Figure 1,
PHB genes from different kingdoms produced a compli-
cated tree, where PHB genes can be classified into five
groups or classes. In Class I, C. elegans and human PHB
genes shared a clade. Both species belong to the ani-
malia kingdom and the class can be considered as ani-
malia-specific PHB genes. In contrary to Class I, Class
II PHB genes contain the members from three different
kingdoms. Arabidopsis, rice, chlamydomonas, and Phys-
comitrella (moss) are from plantae kingdom ranging
from the higher spermatophytes to lower chlorophyte
and bryophyte. C. elegans and human are from the ani-
malia kingdom and E.coli is from the monera kingdom.
The relatedness revealed the deep evolutionary origin of
the Class II PHB gene, which is also confirmed by their
distribution in plantae kingdom. The PHB genes from
higher plants like Arabidopsis and rice shared the same
clade as those from lower plant like Physcomitrella and
Chlamydomonas. Class III is more of plant species-spe-
cific. However, there are also E. coli PHB genes. Class
III thus can be divided into two subclasses; III_A for E.
coli genes and III_B for plant genes. Class IV can also
be divided into two subclasses including IV_A and IV_
B. Both subclasses have the plant genes, animal genes,
and fungi (yeast) genes sharing the same clade, which
indicated that Class IV PHB genes have a deep evolu-
tionary origin too. In addition, for both subclasses,
higher plant PHBs share their own clades and lower
plant PHBs share distinct clades too. The results indi-
cated that the expansion of the Class IV PHB genes in
higher and lower plants is after the divergence between
the higher and lower plants. Class V PHB genes also
have two subclasses, where higher plant genes, lower
plant genes, animal genes, and bacteria genes are sepa-
rately grouped in accordance to the species evolution.
However, it is notable that E.coli PHB genes and
human genes shared a clade together, implicating the
possible horizontal gene transfer between bacteria and
amniotic ancestor. The horizontally transferred PHB
orthologs might have conserved molecular functions
shared between eukaryotes and prokaryotes to allow the
gene retention in both bacteria and human [28,29]. Gen-
erally speaking, based on the phylogenetic analysis of
PHB genes across different species, the PHB gene are
evolutionarily conserved and have deep evolutionary
roots. In addition, it is also important to reveal the evo-
lutionary mechanisms for more recent duplications.
In order to further study the recent expansion of PHB
genes, we focused on the relatedness of PHB genes in
higher plants and chose five higher plant species includ-
ing Arabidopsis, rice, poplar, medicago and sorghum for
the further phylogenetic analysis. The un-rooted neigh-
bor-jointing tree was built and the result is shown in
Figure 2. The PHB genes in higher plants can be classi-
fied into four classes, corresponding the Class II, III, IV,
and V in the phylogenetic tree in Figure 1. The phyloge-
netic analysis revealed the progressive evolution of the
PHB genes. Generally speaking, the monocot PHB genes
share clade with nearest monocot orthologs, whilst the
dicot PHB genes share clade with the nearest dicot PHB
genes. The results indicated the expansion of part of the
gene family was after the monocot and dicot divergence
at about 120 million years ago. However, if we examine
the clade beyond the nearest orthologs, we can find
many clades with both monocot and dicot PHB genes,
which indicated that some ancestor PHB genes exist
before the divergence of monocot and dicot. For
Table 1 The species selection for PHB gene family analysis
Species Logogram ID
Kingdom
Low–rank Gene number Sequence data source
Arabidopsis thaliana AT Plantae Dicot 17 http://www.arabidopsis.org/
Oryza sativa L.(rice) LOC_OS Plantae Monocot 19 http://rice.plantbiology.msu.edu/
Medicago truncatula MEDTR Plantae Dicot 7 http://www.medicago.org/
Populus tremula POPTR Plantae Dicot 18 http://genome.jgi-psf.org
Sorghum bicolor SORBI Plantae Monocot 11 http://genome.jgi-psf.org
Physcomitrella patens (moss) PHYPA Plantae Bryophyte 16 http://genome.jgi-psf.org
Chlamydomonas reinhardtii CHLRE Plantae Chlorophyte 3 http://genome.jgi-psf.org
Caenorhabditis elegans CAEEL Animalia Nematoda 18 http://www.wormbase.org/
Escherichia coli ESCH Monera Bacteria 12 http://www.ncbi.nlm.nih.gov/
protein/
Saccharomyces cerevisiae
(Baker’s yeast)
YGR Fungi Eumycota 2 http://www.yeastgenome.org/
Homo sapiens (Human) HUMAN Animalia Mammalia 12 http://www.ncbi.nlm.nih.gov/genome/
guide/human/
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Page 3 of 15Figure 1 Phylogenetic tree of PHB genes across different
species. PHB protein sequences of nine species from four kingdom
were analysed, unrooted tree was constructed using Neighbour-
Joining method, bootstrap 1000 replicates, only the clades with
bootstrap value higher than 50 were shown. Tree was divided into
five classes, some were further divided into subclasses, each class
has different color indicated. Several conserved genes could not be
included into classes.
Figure 2 Phylogenetic tree of PHB genes across higher species.
PHB protein sequences of four species from higher plants were
analysed, unrooted tree was constructed using Neighbour-Joining
method, bootstrap 1000 replicates, only the clades with bootstrap
value higher than 50 were shown. The tree was classified into four
classes, corresponding the Class II, III, IV, and V in the phylogenetic
tree in Figure 1.
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clades with rice PHB genes, indicating the existence of
an ancestor gene before the divergence of monocot and
dicot species. The results correlate with the fact that
Class II PHB genes have a deep evolutionary origin as
indicated by Figure 1 [30].
Overall, the phylogenetic analyses revealed the see-
mingly contradictory phenomena, the deep evolutionary
origins of the gene family and the recent expansion of
t h eg e n ef a m i l y .T h er e s u l t sindicated the progressive
evolution of PHB gene family because the PHB genes
appears early in the evolution, but expanded at different
stages during the evolution. In particular, the gene family
expansion seems to continue in plant species even after
the divergence between monocot and dicot, and the
mechanisms for such expansion is examined in the later
part of the article. The relatedness has significant func-
tional relevance as we will discuss in the Discussion part.
Motif analysis of PHB genes across three species
The evolution of gene structure generally correlated
with the phylogenetic analysis of PHB genes. We carried
out three types of gene structure analyses, the motif
finding, multiple sequence alignment for domain identi-
fication, and the intron/exon analysis. For the motif ana-
lysis, we chose three representative species for the study
to correlate the gene structure with evolution, and these
three species include human, Arabidopsis and C. ele-
gans. The overlay of phylogenetic analysis and motif
analysis is as shown in Figure 3. About twenty different
subdomains or motifs between 6 to 50 residues were
detected by MEME 4.3.0 software [31,32]. A clear corre-
lation between the motif pattern and the phylogenetic
analysis can be found, where each class or subclass
essentially shared the same motif pattern. Some motifs
like motif 7 and motif 3 are more conserved and
appeared in many classes of PHB genes. These motifs
could be essential elements determining the PHB
domain’s common molecular function among different
family members to a certain extent. Some other motifs
like 6, 14, and 20 are more specific to one class or sub-
class of PHB genes and they might determine some spe-
cific functions of these genes[32,33]. The motif
distribution indicated that the genes containing the
same motifs usually produced from gene expansion
within the same class or subclass no matter in higher or
lower species. In other words, the ancestor genes with
various motif structure seem to appear early in the evo-
lution, and such structure has been maintained through
the evolution. The motif distribution thus confirms that
the PHB genes are conserved during evolution. The dif-
ferences of motif distributi o ni nd i f f e r e n tc l a s s e sa n d
subclasses of PHB genes are the structure basis for the
diversity in gene functions.
Multiple sequence alignment of PHB genes
Besides the motif finding, multiple sequence alignment
is another approach to identify the conserved domain
for gene function. We focused on the model species
Arabidopsis in the multiple sequence alignment. As a
model plant with the whole genome sequence available,
Arabidopsis gene functions were widely studied. Limited
research has been carried out to characterize the PHB
gene in plants, and Arabidopsis will serve as a good
model species for plant PHB gene function studies. We
therefore will focus the rest of the study in Arabidopsis.
After sequence retrieval from TAIR database, 17 Ara-
bidopsis PHB proteins were collected and analyzed.
ClustalX (1.83) software was used for complete multiple
alignment and GeneDoc software was used for presenta-
tion as shown in Figure 4[34,35]. Across the whole
sequence of PHB proteins, several conserved domains
were found across all PHB genes. Basically, there were
four primarily conserved regions with high similarity as
colored black. In addition, several secondary and tertiary
levels of conservations were detected and colored with
gray and silver. It is noticeable that PHB domain spreads
across a wide range of protein structure and covers
many amino acid residues throughout the whole protein.
Although the PHB domain was conserved in the evolu-
tionary process from the phylogenetic analysis, it did
not contain a defined region of amino acid residues that
decides main functions of the protein. The phenomena
is in contrary to many other gene families such as the
TIFY domain of JAZ family, CCCH zinc finger domain
of CCCH zinc finger family, or the ERF/AP2 domain in
ERF family [36-40]. The multiple sequence alignment
correlated with the motif finding, where quite diverse
motif structures have been found for genes from differ-
ent classes or subclasses. Combining the results from
sequence alignment and motif finding, PHB genes were
conserved in the existence of certain specific motifs but
had rather diverse motif distributions across different
classes. The structural diversity could account for the
different biological functions of these genes.
Intron/exon structure of PHB genes
The intron/exon structure of PHB genes were different
for each class and can be divided into several groups as
shown in Figure 5. We actually carried out the intron/
exon structure analysis for Arabidopsis, human and C.
elegans. H o w e v e r ,t h es i z eo ft h ei n t r o na c r o s st h es p e -
cies makes it misleading to present the three species
together. We therefore focused on Arabidopsis. It is
notable that the intron/exon structure correlated with
the classification of PHB genes based on the phyloge-
netic analysis. The numbers of introns were quite differ-
ent across the whole family ranging from one intron to
nine introns in one gene. For example, the Class IV_A
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one intron; while in Class, At2g20530, At4g28510,
At1g03860, At5g44140 all have four introns. The clear
correlation between intron/exon structures and the
classes of PHB genes is probably due to the recent
expansion of PHB genes in each subclass of PHB genes.
On the other side, the PHB gene intron/exon structure
thus has certain level of stability during the evolution.
Intron gain/loss has played a role in the early stage evo-
lution of PHB genes according to Figure 5. The intron/
exon structure also correlates with the motif structure,
where distinct patterns can be found in each subclass of
PHB gene family. It is therefore expected that the gene
birth due to the intron insertion or intron loss happened
earlier during the evolution. The similar intron/exon
structure within the subclass generally reflects the more
recent gene duplications.
Both the gene length and intron phase correlate with
the gene family classification and intron numbers to a
certain degree. Intron phase 0, 1, and 2 referred to the
splicing occurred after the first, second, and third
nucleotide of the codon, respectively. As shown in
Figure 3 Schematic diagram of motif distribution in Arabidopsis, human and C.elegans. MEME 4.3.0 software was applied follow the
parameters described in Method. Twenty conserved motifs were shaded in different colors. Several subgroups were distinguished by the motif
distribution, which is consistant with the phylogenetic subgroups in all the three species.
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gene length also had conserved splicing phase patterns
[41,42]. A comparative analysis of human and C. elegans
intron/exon structure revealed much more introns in
these two species as shown in Additional File 1 and 2.
The results indicated that the PHB genes in Arabidopsis
may have experienced fewer intron birth events as com-
pared to the species in animae kingdom. Overall, the
motif distribution, intron/exon structure, and the con-
served domain all correlate well with the phylogenetic
analysis and relatedness of the genes [38,40,43].
Duplications of PHB genes in Arabidopsis
As aforementioned, recent duplication events defined
the gene structure and relatedness to a certain degree,
and it is important to study the duplication mechanisms
to interpret the relatedness and gene structure informa-
tion. There were at least two large-scale segmental
duplication events in the evolutionary process of Arabi-
dopsis. One was the recent polyploidy duplication,
which occurred before Arabidopsis/Brassica rapa split
around 24-40 Mya. The other was an older duplication
between chromosomal blocks after the divergence of
monocot-dicot around 120 Mya [44-46]. Considering
these factors, we investigated PHB family gene duplica-
tion and distribution on all five Arabidopsis chromo-
somes. The recent segmental polyploidy duplicated
blocks were explored by the “Paralogons in Arabidopsis
thaliana” search engine [40]. As shown in Figure 6,
there were three pairs of recent duplicated blocks con-
taining PHB genes. The region on chromosome 1 con-
taining At1g03860 and the region on chromosome 5
Figure 4 Multiple sequence alignment of PHB proteins in Arabidopsis. ClustalX 1.83 was applied to do complete alignment of full-length
PHB proteins. Conserved residues were shaded in the conservation mode of GeneDoc software, Degree of the colors stand for different levels of
conservation of each column in the alignment. Four basically conserved residue areas were cycled by red rectangles.
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pairs. The region containing At2g20530 on chromosome
2 and the region containing At4g28510 on chromosome
4 are duplicated segmental block pairs. The region con-
taining At3g27280 on chromosome 3 and the region
containing At5g40770 on chromosome 5 are duplicated
segmental block pairs. All of these segmentally dupli-
cated genes were found to be paralogs in the phyloge-
netic analysis as shown in Figure 1 and 2. The results
indicated segmental duplication as a major way for gene
birth within each class for Arabidopsis. However, it
should also point out that not all segmental regions
containing duplicated PHB genes. For example, there
was a big recently duplicated block containing
At5g54100 (excluding At5g51570) at the bottom of chro-
mosome 5, and its duplicated region on chromosome 4
contained no PHB genes. The results indicated that
most of the segmentally duplicated PHB genes can be
retained during the evolution, but some duplicated
genes may have disappeared during the evolution.
Besides the recent segmental duplications, there were
two ancient duplication blocks also overlap with the
recent segmental duplication blocks [44]. In particular,
one of the ancient duplication segments on chromo-
some 5 was known as the so-called intra-segmental
duplications and the duplicated regions contain
At5g14300 and At5g40770, which are paralogs in the
phylogenetic analysis in Figure 2. There was not much
bias of periods from inter-segmental duplications [47].
Overall, the segmental duplications play significant roles
in the evolution of gene expansion, which confirms that
PHB gene family is relatively conserved.
Besides the segmental duplications, one tandem dupli-
cation event was also found on chromosome 5.
At5g25250 and At5g25260 were two genes with high
similarity of DNA sequence and only 1Kb distance on
the chromosome. It is very likely that the gene duplica-
tion is due to gene jumping mediated by a transposon
[48]. Overall, the gene duplication pattern indicated that
segmental duplication is predominant for the PHB genes
and tandem duplication is also involved. The gene
duplication pattern correlates very well with the related-
ness of the gene.
Expression patterns of PHB genes in Arabidopsis
As aforementioned, PHB genes may be involved in
diverse gene functions. In order to better understand
the PHB gene functions and their relevance to gene evo-
lution, we investigated the gene expression level of PHB
genes with Arabidopsis as the model species. The gene
expression analysis included both the digital gene
expression pattern using Genevestigator and the actual
real-time PCR experiments.
Arabidopsis PHB family genes expression pattern at
different development stages, in different tissues, and
under different stimulus were analysed using Genevesti-
gator version 3 [49]. The data from Arabidopsis thali-
ana high quality ATH1:22k microarray in the
AtGenExpress was chosen to do the analysis. Develop-
mental stage and tissue-specific expression data were
analysed by hierarchical clustering as shown in Figure
7A and 7B , whilst gene expression patterns under sti-
mulus conditions were shown using meta-profile analy-
sis in Figure 7C [50,51].
Figure 5 Intron/exon structures in conjunction with phylogenetic subfamilies of PHB genes in Arabidopsis. Gene structures were drew
using online tool GSDS.As shown in the legend, green boxes stand for exons, black lines stand for introns, blue boxes are UTR regions, numbers
at the exon-intron joints are intron phases. Structures of PHB genes are consistent with phylogenetic subfamily relationships.
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gene expression analysis. Generally speaking, PHB genes
show significant variations for gene expression in terms
of both the expression levels and presence at different
conditions (Figure 7A). In addition, no significant gene
expression pattern and phylogenetic analysis correlations
were found. For example, At1g03860 and At4g28510/
At2g20530 could be paralogs, but they had very different
expression patterns. According to the traditional gene
fate evolution models, paralogs in a gene family usually
have divergent expression patterns, indicating the differ-
ent biological functions. Because a high gene dosage is
often detrimental to the organisms, one of the paralogs
often evolves a new function in a process called neo-
functionalization or disappears in the evolution [52,53].
In terms of tissue-specific expression, we found that the
paralog genes often have differential gene expression
patterns, too (Figure 7B). The PHB genes are also
responding to the biotic and abiotic stimulus treatment
quite differently (Figure 7C). For example, At5g64870 is
Figure 6 Chromosome distribution and duplications of PHB genes in Arabidopsis. Diagram of five chromosomes of Arabidopsis was
depicted, 17 PHB family genes were distributed on the chromosomes. Only segmental duplicated regions containing PHB genes are shown.
Blue lines connected genes from recent polyploidy duplication blocks (Black boxes), black lines connected genes from old segmental duplication
blocks (Gray boxes). At5g25259 and At5g25269 are clustered as tandem repeat.
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Page 9 of 15Figure 7 Digital expression pattern analysis of PHB genes in Arabidopsis. Base on public microarray data, digital expression pattern was
performed by Genevestigator. Arabidopsis PHB family genes expression patterns at different development stages, in anatomical tissues and
under different stimulus are shown. Hierarchical clustering was played in data analysis as shown in figure A, B.
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such as salt, cold, drought, whilst it is down-regulated
under some hormones like ABA (abscisic acid), MeJA
(Methyl Jasmonate), GA (gibberellins) and so on. How-
ever, other PHB genes did not have similar expression
pattern under these treatments.
In order to further confirm the digital gene expression
pattern analysis, we carried out quantitative real time
PCR experiments to analyze the tissue-specific PHB
g e n e se x p r e s s i o np a t t e r n sa ss h o w ni nF i g u r e8 .F i v e
Arabidopsis tissues of root, stem, cauline leaf, rosette
leaf and flower were used. Real time PCR results also
showed differential expression patterns of PHB genes.
The majority of the PHB genes expression patterns were
consistent with the microarray-based expression
analysis.
Overall, the gene expression pattern indicated that
PHB genes are involved in diverse biological functions
and most of the PHB genes evolve new functions after
t h eg e n ed u p l i c a t i o n ,w h i c hi si nc o n t r a r yt os o m eo f
the fast expanding gene families like terpene synthase
gene family.
Discussion
Despite the ubiquitous presence of PHB genes in pro-
karyotes to eukaryotes, the function and evolution of
PHB genes have not been thoroughly studied. Most stu-
dies of PHB genes focused on individual gene functional
analysis in yeast, mammalian, C. elegans and some
plants[1-4,23]. Gene family analysis has become a major
approach to study the gene function, evolution, and
structure. The comparative analysis of gene family
across multiple species allowed us to investigate how
the various functions of the gene family members were
evolved and how the gene structure was relevant to
function [54,55]. The basic hypothesis is that conserved
genes in form of orthologs often have similar functions
and structures. The gene family expansion is also
relevant to the interaction with herbivore or pathogens.
For example, most of the plant gene families involved in
insect defense like terpene synthase, cytochrome p450
(CYP), WRKY gene families experienced recent and
rapid evolution, partially due to the evolutionary compe-
tition with insect for chemical defense [55-57]. The ana-
lysis of the relevance of gene structure and evolution
will allow us to understand how new function of a gene
family member evolved and developed. Our results high-
lighted that PHB genes consist of a conserved family
with deep evolutionary root yet diverse biological and
molecular functions. The comparative analysis eluci-
dated the evolutionary features of the PHB gene family
and helped to guide our further gene function analysis
and the study of PHB gene’s relevance to human
diseases.
Evolution of PHB gene family
Comprehensive and concrete evolutionary analysis of
PHB gene family is lacking. In order to investigate the
evolution of PHB genes and the evolution-function rela-
tionship, we carried out a comprehensive phylogenetic
and motif analysis of PHB genes from representative
species in different kingdoms. In addition, we focused
on the model plant Arabidopsis for further gene struc-
ture, duplication, and expression pattern analysis. Our
results highlighted several features of PHB gene
evolution.
First, the phylogenetic and gene structure analysis of
PHB genes indicated that PHB genes are relatively con-
served across different species. Most of the PHB genes
within a class or subclass shared similar motif structure
across plant and animal species. The intron/exon struc-
ture and domains for the genes within the same class or
subclass are also conserved. Generally speaking, the
PHB genes within a class or subclass share clades fol-
lowing the evolutionary lineage. Second, the PHB genes
have deep evolutionary origins, where some homologs
Figure 8 Tissue specific Quantitative real-time PCR analysis of PHB genes in of Arabidopsis. PHB genes expression pattern in five different
tissues of Arabidopsis. Genes expressed in rosette leaf were set as control, log2 ratio of relative expression signal was used in MeV4.5.1 software.
Red color represents higher expression levels, green color represent lower expression levels. Hierarchical clustering was played in data analysis.
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Page 11 of 15can even trace back to prokaryote species. The diver-
gence of different class or subclass of PHB genes hap-
pened very early in the evolution, and some at
prokaryote stage. The deep evolutionary root and con-
served evolution both indicated that the PHB genes
could account for some conserved molecular functions.
Third, the conserved and important function can also
be reflected in the gene duplication and functional
divergence. Several mechanisms are involved in PHB
gene family expansion. Horizontal gene transfer was also
indicated between human and prokaryote. In model
plant Arabidopsis, some PHB genes had early expansion
across species in plants, and they usually have common
ancestor before the species diverge [30]. However, most
of the gene family expansion was due to the segmental
duplication in Arabidopsis. Tandem duplication thus
exists but is rear. The pattern is different from some
dynamic gene families like Terpene Synthase, P450 and
WRKY [54,58]. The results indicated that PHB genes
are not much involved in the competitive evolution for
chemical defense and its regulation. In fact, most of the
duplicated PHB genes evolved rather different expres-
sion pattern, indicating potentially new biological func-
tion [52,53]. The result is also different from some other
gene families that different gene fates exist together
[54,58]. It is generally believed that plants can be toler-
ant to a much higher gene dosage effect as compared to
animals. The fact that most of PHB gene duplications
end up with paralogs with potentially different functions
indicated that PHB genes would be involved in some
important biological processes.
Function of PHB gene family
The PHB gene evolution generally reflected the family’s
conserved but diverse functions. From a molecular per-
spective, PHB genes were reported to be involved in
cell-cycle progression, iron channel regulation, receptor
medicated signaling, and the control of respiratory chain
in mitochondria [1,5,17,26]. From a biological perspec-
tive, PHB genes were related to aging and senescence in
mammalian, yeast, and C.elegans [24,59,60]. More
importantly, they can be associated with a variety of dis-
ease states including inflammation, obesity, and cancer
[5]. However, more research still need to be carried out
to provide confirmative evidence to link molecular func-
tions to biological functions.
We explored the gene expression pattern of PHB
genes in model plant Arabidopsis to derive the func-
tional relevance and evolution-function relationship of
PHB genes. Despite the tremendous amount of research
in Arabidopsis, very few reports were published for the
function of PHB family genes. The limited previous stu-
dies indicated that PHB genes could be involved in
development, senescence, hormone signaling and stress
responses [22,23,61-63]. From our expression analysis
results, we found that PHB genes have very diverse
expression patterns in different development stages and
tissues, as well as under different stimulus. The results
highlighted the potential diverse biological function of
PHB genes. In particular, the evolutionary pressure kept
the PHB gene motif structure and intron/exon structure
conserved during the evolution within each class or sub-
class. However, the same evolutionary pressure also
seems to force the paralogs to evolve differential regula-
tions with potentially roles for different biological pro-
cesses. Much more comprehensive work needs to be
carried out to study the function of PHB genes at differ-
ent levels, which will also be important for the disease-
related studies.
Comparative analysis for disease study
The functional study will help to elucidate the role of
PHB genes in cancer, aging, immunity, neuron degen-
eration and such. It was widely recognized that PHB
genes played crucial roles inv a r i o u sh u m a nd i s e a s e s
[5,12,17]. Mishra et al. has reviewed the diverse localiza-
tion, function and disease association of PHB genes [5].
PHB1 is also known as B-cell-receptor-associated pro-
tein 37 (BAP 37) and the 3’-UTR region of the mRNA
was shown be relevant to the breast cancer phenotype
[17,27]. Despite the diverse function, studies has only
been focused on how PHB1 and PHB2, the first two
genes found, are relevant to diseases [5,13,14,64,65].
Our comparative analysis indicated the diverse function
of the gene family and the relatively conserved gene
structure. The study indicated that the molecular func-
tion of PHB genes can be much more thoroughly stu-
died in the model species that genetic tools are more
readily available than human. Because of the conserved
motif pattern and potential molecular function, the stu-
dies in the model species can be readily translational to
the human and mammalian studies.
Conclusions
PHB family genes are evolutionarily conserved across
multiple species in the biol o g i c a lk i n g d o mf r o mo u r
phylogenetic analysis. Gene structure and motif distribu-
tions were consistent with the evolutionary relatedness
of PHB genes in Arabidopsis. Different duplication
events are involved for gene family expansion, especially
the segmental duplications in Arabidopsis. Horizontal
gene transfer could also be involved in the birth of new
genes in higher organisms. Even though PHB genes are
important for a core group of molecular functions and
are conserved during evolution, the members of the
gene family have evolved to have very diverse biological
functions in development and biotic or abiotic stress
responses.
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Sequence retrieval and gene family member identification
Protein sequences were first acquired from http://www.
ebi.ac.uk/interpro/ under the accession PR001107
Band_7. All sequences downloaded were searched
against species specific databases with BLASTP algorism
using default parameters. Redundant sequences with dif-
ferent accession numbers in EMBL-EBI yet the same
locus id in their specific database were discarded. For
example, Arabidopsis protein sequences were retrieved
from TAIR http://www.arabidopsis.org/; Rice protein
sequences were retrieved from TIGR http://rice.plant-
biology.msu.edu/; others data source were as shown in
Table 1.
Eleven species including five spermatophytes, chloro-
phyte, bryophyte, nematoda, bacteria, fungi and mam-
malian were analyzed in this study.
Multiple sequence alignment and phylogenetic analysis
Protein sequences from different species were selected,
multiple sequence alignment was performed by ClustalX
(1.83) software, and the alignment result was then
imported into GeneDoc (http://www.nrbsc.org/gfx/gene-
doc/index.html) for further visualization.
The phylogenetic tree was built by MEGA4.0 software
[34,66]. The Neighbor-Joining method was used with
the following parameters: pairwise deletion of gaps/miss-
ing data; poisson correlation of model; bootstrap 1000
replicates, random seed of phylogeny test. Only clades
with the bootstrap value higher than 50 were selected
for the bootstrap consensus tree [42,67].
Intron/exon structure and motif analysis
Arabidopsis PHB gene CDS (Complementary DNA
Sequence) and genomic sequences were used to derive
intron/exon structure with the online tool Gene Struc-
ture Display Server (http://gsds.cbi.pku.edu.cn/chinese.
php) [68]. Conserved motif structures within PHB
domain for Arabidopsis genes were analyzed by
MEME4.3.0 (Multiple Expectation Maximization for
Motif Elicitation) with the following parameters; distri-
bution of motif occurrences: any number of repetitions;
number of different motifs: 20; minimum motif width:
6; and maximum motif width: 50 [31,32].
Chromosomal distribution and duplication analysis
Arabidopsis PHB genes’s location on chromosome was
mapped by the Chromosome Map Tool at TAIR (http://
arabidopsis.org/jsp/ChromosomeMap/tool.jsp). “Paralo-
gons in Arabidopsis thaliana” was used for detecting
segmental duplication protein pairs in the recent and
old duplication blocks on chromosomes separately,
default parameters were set [40,44,45]. Only the blocks
contained PHB genes were retained, and genes detected
were then mapped on the chromosomes and linked to
each other by lines manually.
Digital expression pattern analysis
To investigate PHB genes expression profiling in Arabi-
dopsis, Genevestigator V3 (https://www.genevestigator.
com/gv/index.jsp) was used [49]. Public high quality
AtGenExpress ATH1-22k microarray data was chosen.
Meta-profile analysis and hierarchical clustering were
used to study gene expression at different development
stages, in anatomical tissues and under different stimu-
lus[51].
Plant growth, RNA extraction and real-time PCR
experiments
Arabidopsis thaliana (Col-0) plants were grown under
12h light/ 12h dark photoperiod in a controlled environ-
ment chamber, 23 C at day time, 20 C at night. Specific
tissues including root, stem, cauline leaf, rosette leaf and
flower of six week old seedlings were collected, total
RNA was extracted with RNeasy Plant Mini Kit (Qia-
gen).First strand cDNA was synthesized from 2ug RNA
with SuperScript™ III Reverse Transcriptase (Invitrogen),
then diluted to 2ng/ul. Primer sequences were designed
by Primer Express3.0 (Additional File 3). Real-time PCR
reaction was carried out with SYBR Green Master Mix
(Applied Biosystems) according to the manufacture’s
instruction. ABI 7900 sequence detection system was
used. Data analysis was used MeV v4.5.1 followed the
method of Xu et al., 2009 [54].
Additional material
Additional File 1: Intron/exon structures in human
Additional File 2: Intron/exon structures in C. elegans.
Additional File 3: Real-time PCR primers for Arabidopsis PHB genes.
Acknowledgements
The research is supported by the start up fund from Texas Agrilife Research
to JSY and the Chinese Overseas Scholarship for DC and ZS. We appreciated
that Ryan Syrnne helped to proof-read the article.
This article has been published as part of BMC Bioinformatics Volume 11
Supplement 6, 2010: Proceedings of the Seventh Annual MCBIOS
Conference. Bioinformatics: Systems, Biology, Informatics and Computation.
The full contents of the supplement are available online at
http://www.biomedcentral.com/1471-2105/11?issue=S6.
Author details
1College of Biological Sciences, China Agricultural University, Beijing, China.
2Department of Plant Pathology and Microbiology, Texas A&M University,
College Station, TX 77843, USA.
3Institute for Plant Genomics and
Biotechnology, Texas A&M University, College Station, TX 77843, USA.
4Institute for Genetics and Development, Chinese Academy of Sciences,
Bejing, China.
Di et al. BMC Bioinformatics 2010, 11(Suppl 6):S22
http://www.biomedcentral.com/1471-2105/11/S6/S22
Page 13 of 15Authors’ contributions
JSY designed the study, oversaw the work, and laid out the outline for
manuscript. DC carried out the gene family analysis and wet lab
experiments in JSY’s lab and also drafted the manuscript. WX, ZS, and JSY
provided important suggestions for DC’s work. ZS revised the manuscript.
JSY revised and finalized the manuscript.
Competing interests
The authors declare that they have no competing interests
Published: 7 October 2010
References
1. Browman DT, Hoegg MB, Robbins SM: The SPFH domain-containing
proteins: more than lipid raft markers. Trends in cell biology 2007,
17(8):394-402.
2. Morrow IC, Parton RG: Flotillins and the PHB domain protein family:
rafts, worms and anaesthetics. Traffic (Copenhagen, Denmark) 2005,
6(9):725-740.
3. Tavernarakis N, Driscoll M, Kyrpides NC: The SPFH domain: implicated in
regulating targeted protein turnover in stomatins and other membrane-
associated proteins. Trends in biochemical sciences 1999, 24(11):425-427.
4. Rivera-Milla E, Stuermer CA, Malaga-Trillo E: Ancient origin of reggie
(flotillin), reggie-like, and other lipid-raft proteins: convergent evolution
of the SPFH domain. Cell Mol Life Sci 2006, 63(3):343-357.
5. Mishra S, Murphy LC, Nyomba BL, Murphy LJ: Prohibitin: a potential
target for new therapeutics. Trends in molecular medicine 2005,
11(4):192-197.
6. Wang S, Nath N, Fusaro G, Chellappan S: Rb and prohibitin target distinct
regions of E2F1 for repression and respond to different upstream
signals. Molecular and cellular biology 1999, 19(11):7447-7460.
7. Wang S, Fusaro G, Padmanabhan J, Chellappan SP: Prohibitin co-localizes
with Rb in the nucleus and recruits N-CoR and HDAC1 for
transcriptional repression. Oncogene 2002, 21(55):8388-8396.
8. Fusaro G, Dasgupta P, Rastogi S, Joshi B, Chellappan S: Prohibitin induces
the transcriptional activity of p53 and is exported from the nucleus
upon apoptotic signaling. The Journal of biological chemistry 2003,
278(48):47853-47861.
9. Joshi B, Rastogi S, Morris M, Carastro LM, DeCook C, Seto E, Chellappan SP:
Differential regulation of human YY1 and caspase 7 promoters by
prohibitin through E2F1 and p53 binding sites. The Biochemical journal
2007, 401(1):155-166.
10. Borner GH, Sherrier DJ, Weimar T, Michaelson LV, Hawkins ND, Macaskill A,
Napier JA, Beale MH, Lilley KS, Dupree P: Analysis of detergent-resistant
membranes in Arabidopsis. Evidence for plasma membrane lipid rafts.
Plant physiology 2005, 137(1):104-116.
11. Browman DT, Resek ME, Zajchowski LD, Robbins SM: Erlin-1 and erlin-2
are novel members of the prohibitin family of proteins that define lipid-
raft-like domains of the ER. Journal of cell science 2006,
119(15):3149-3160.
12. Nadimpalli R, Yalpani N, Johal GS, Simmons CR: Prohibitins, stomatins,
and plant disease response genes compose a protein superfamily that
controls cell proliferation, ion channel regulation, and death. The Journal
of biological chemistry 2000, 275(38):29579-29586.
13. Kolonin MG, Saha PK, Chan L, Pasqualini R, Arap W: Reversal of obesity by
targeted ablation of adipose tissue. Nature medicine 2004, 10(6):625-632.
14. Sharma A, Qadri A: Vi polysaccharide of Salmonella typhi targets the
prohibitin family of molecules in intestinal epithelial cells and
suppresses early inflammatory responses. Proceedings of the National
Academy of Sciences of the United States of America 2004,
101(50):17492-17497.
15. Back JW, Sanz MA, De Jong L, De Koning LJ, Nijtmans LG, De Koster CG,
Grivell LA, Van Der Spek H, Muijsers AO: A structure for the yeast
prohibitin complex: Structure prediction and evidence from chemical
crosslinking and mass spectrometry. Protein Sci 2002, 11(10):2471-2478.
16. Tatsuta T, Model K, Langer T: Formation of membrane-bound ring
complexes by prohibitins in mitochondria. Molecular biology of the cell
2005, 16(1):248-259.
17. Artal-Sanz M, Tavernarakis N: Prohibitin and mitochondrial biology. Trends
in endocrinology and metabolism: TEM 2009, 20(8):394-401.
18. Steglich G, Neupert W, Langer T: Prohibitins regulate membrane protein
degradation by the m-AAA protease in mitochondria. Molecular and
cellular biology 1999, 19(5):3435-3442.
19. Choi SY, Huang P, Jenkins GM, Chan DC, Schiller J, Frohman MA: A
common lipid links Mfn-mediated mitochondrial fusion and SNARE-
regulated exocytosis. Nature cell biology 2006, 8(11):1255-1262.
20. Da Cruz S, Parone PA, Gonzalo P, Bienvenut WV, Tondera D, Jourdain A,
Quadroni M, Martinou JC: SLP-2 interacts with prohibitins in the
mitochondrial inner membrane and contributes to their stability.
Biochimica et biophysica acta 2008, 1783(5):904-911.
21. Artal-Sanz M, Tsang WY, Willems EM, Grivell LA, Lemire BD, van der Spek H,
Nijtmans LG: The mitochondrial prohibitin complex is essential for
embryonic viability and germline function in Caenorhabditis elegans.
The Journal of biological chemistry 2003, 278(34):32091-32099.
22. Chen JC, Jiang CZ, Reid MS: Silencing a prohibitin alters plant
development and senescence. Plant J 2005, 44(1):16-24.
23. Ahn CS, Lee JH, Reum Hwang A, Kim WT, Pai HS: Prohibitin is involved in
mitochondrial biogenesis in plants. Plant J 2006, 46(4):658-667.
24. Artal-Sanz M, Tavernarakis N: Prohibitin couples diapause signalling to
mitochondrial metabolism during ageing in C. elegans. Nature 2009,
461(7265):793-797.
25. Merkwirth C, Dargazanli S, Tatsuta T, Geimer S, Lower B, Wunderlich FT, von
Kleist-Retzow JC, Waisman A, Westermann B, Langer T: Prohibitins control
cell proliferation and apoptosis by regulating OPA1-dependent cristae
morphogenesis in mitochondria. Genes & development 2008,
22(4):476-488.
26. Merkwirth C, Langer T: Prohibitin function within mitochondria: essential
roles for cell proliferation and cristae morphogenesis. Biochimica et
biophysica acta 2009, 1793(1):27-32.
27. Manjeshwar S, Branam DE, Lerner MR, Brackett DJ, Jupe ER: Tumor
suppression by the prohibitin gene 3’untranslated region RNA in human
breast cancer. Cancer research 2003, 63(17):5251-5256.
28. Jain RaviMCR, James ALake*: Horizontal gene transfer among genomes:
The complexity hypothesis. Proc Natl Acad Sci 1998, 96(7):3801-3806.
29. Da Lage JL, Feller G, Janecek S: Horizontal gene transfer from Eukarya to
bacteria and domain shuffling: the alpha-amylase model. Cell Mol Life
Sci 2004, 61(1):97-109.
30. Springer NM, Kaeppler SM: Evolutionary divergence of monocot and
dicot methyl-CpG-binding domain proteins. Plant physiology 2005,
138(1):92-104.
31. Bailey TL, Elkan C: Fitting a mixture model by expectation maximization
to discover motifs in biopolymers. Proceedings / International Conference
on Intelligent Systems for Molecular Biology; ISMB 1994, 2:28-36.
32. Yanhui C, Xiaoyuan Y, Kun H, Meihua L, Jigang L, Zhaofeng G, Zhiqiang L,
Yunfei Z, Xiaoxiao W, Xiaoming Q, et al: The MYB transcription factor
superfamily of Arabidopsis: expression analysis and phylogenetic
comparison with the rice MYB family. Plant molecular biology 2006,
60(1):107-124.
33. Wang MJY, Fu J, Zhu Y, Zheng J, Hu J, Wang G: Genome-wide analysis of
SINA family in plants and their phylogenetic relationships. DNA Seq
2008, 19(3):206-216.
34. Thompson JD, Gibson TJ, Plewniak F, Jeanmougin F, Higgins DG: The
CLUSTAL_X windows interface: flexible strategies for multiple sequence
alignment aided by quality analysis tools. Nucleic acids research 1997,
25(24):4876-4882.
35. Karl B, Nicholas1 HBNJ, David WDeerfield II 2: GeneDoc: Analysis and
Visualization of Genetic Variation. EMBnet News 1997, 4(14).
36. Chini A, Fonseca S, Fernandez G, Adie B, Chico JM, Lorenzo O, Garcia-
Casado G, Lopez-Vidriero I, Lozano FM, Ponce MR, et al: The JAZ family of
repressors is the missing link in jasmonate signalling. Nature 2007,
448(7154):666-671.
37. Thines B, Katsir L, Melotto M, Niu Y, Mandaokar A, Liu G, Nomura K, He SY,
Howe GA, Browse J: JAZ repressor proteins are targets of the SCF(COI1)
complex during jasmonate signalling. Nature 2007, 448(7154):661-665.
38. Nakano T, Suzuki K, Fujimura T, Shinshi H: Genome-wide analysis of the
ERF gene family in Arabidopsis and rice. Plant physiology 2006,
140(2):411-432.
39. Ahn YO, Zheng M, Bevan DR, Esen A, Shiu SH, Benson J, Peng HP, Miller JT,
Cheng CL, Poulton JE, et al: Functional genomic analysis of Arabidopsis
thaliana glycoside hydrolase family 35. Phytochemistry 2007,
68(11):1510-1520.
Di et al. BMC Bioinformatics 2010, 11(Suppl 6):S22
http://www.biomedcentral.com/1471-2105/11/S6/S22
Page 14 of 1540. Wang D, Guo Y, Wu C, Yang G, Li Y, Zheng C: Genome-wide analysis of
CCCH zinc finger family in Arabidopsis and rice. BMC genomics 2008,
9:44.
41. Long M, Rosenberg C, Gilbert W: Intron phase correlations and the
evolution of the intron/exon structure of genes. Proceedings of the
National Academy of Sciences of the United States of America 1995,
92(26):12495-12499.
42. Li X, Duan X, Jiang H, Sun Y, Tang Y, Yuan Z, Guo J, Liang W, Chen L, Yin J,
et al: Genome-wide analysis of basic/helix-loop-helix transcription factor
family in rice and Arabidopsis. Plant physiology 2006, 141(4):1167-1184.
43. Yuan JS, Wang D, Stewart CN Jr.: Statistical methods for efficiency
adjusted real-time PCR quantification. Biotechnology journal 2008,
3(1):112-123.
44. Vision TJ, Brown DG, Tanksley SD: The origins of genomic duplications in
Arabidopsis. Science 2000, 290(5499):2114-2117.
45. Blanc G, Hokamp K, Wolfe KH: A recent polyploidy superimposed on
older large-scale duplications in the Arabidopsis genome. Genome
research 2003, 13(2):137-144.
46. Bowers JE, Chapman BA, Rong J, Paterson AH: Unravelling angiosperm
genome evolution by phylogenetic analysis of chromosomal duplication
events. Nature 2003, 422(6930):433-438.
47. Hiroo MurakamiSA, Katsuhisa Horimoto: Relationship between Segmental
Duplications and Repeat Sequences in Human Chromosome 7. Genome
Informatics 2005, 16(1):13-21.
48. Hoen DR, Park KC, Elrouby N, Yu Z, Mohabir N, Cowan RK, Bureau TE:
Transposon-mediated expansion and diversification of a family of ULP-
like genes. Molecular biology and evolution 2006, 23(6):1254-1268.
49. Zimmermann P, Hirsch-Hoffmann M, Hennig L, Gruissem W:
GENEVESTIGATOR. Arabidopsis microarray database and analysis
toolbox. Plant physiology 2004, 136(1):2621-2632.
50. Liu C, Wang T, Zhang W, Li X: Computational identification and analysis
of immune-associated nucleotide gene family in Arabidopsis thaliana.
Journal of plant physiology 2008, 165(7):777-787.
51. Owens DK, Alerding AB, Crosby KC, Bandara AB, Westwood JH, Winkel BS:
Functional analysis of a predicted flavonol synthase gene family in
Arabidopsis. Plant physiology 2008, 147(3):1046-1061.
52. He X, Zhang J: Rapid subfunctionalization accompanied by prolonged
and substantial neofunctionalization in duplicate gene evolution.
Genetics 2005, 169(2):1157-1164.
53. Conant GC, Wolfe KH: Turning a hobby into a job: how duplicated
genes find new functions. Nature reviews 2008, 9(12):938-950.
54. Xu Z, Zhang D, Hu J, Zhou X, Ye X, Reichel KL, Stewart NR, Syrenne RD,
Yang X, Gao P, et al: Comparative genome analysis of lignin biosynthesis
gene families across the plant kingdom. BMC bioinformatics 2009,
10(Suppl 11):S3.
55. Yuan JS, Yang X, Lai J, Lin H, Cheng ZM, Nonogaki H, Chen F: The endo-
beta-mannanase gene families in Arabidopsis, rice, and poplar.
Functional & integrative genomics 2007, 7(1):1-16.
56. Feyereisen R: Evolution of insect P450. Biochemical Society transactions
2006, 34(6):1252-1255.
57. Wu KL, Guo ZJ, Wang HH, Li J: The WRKY family of transcription factors
in rice and Arabidopsis and their origins. DNA Res 2005, 12(1):9-26.
58. Yuan JS, Kollner TG, Wiggins G, Grant J, Degenhardt J, Chen F: Molecular
and genomic basis of volatile-mediated indirect defense against insects
in rice. Plant J 2008.
59. Coates PJ, Jamieson DJ, Smart K, Prescott AR, Hall PA: The prohibitin
family of mitochondrial proteins regulate replicative lifespan. Curr Biol
1997, 7(8):607-610.
60. Coates PJ, Nenutil R, McGregor A, Picksley SM, Crouch DH, Hall PA,
Wright EG: Mammalian prohibitin proteins respond to mitochondrial
stress and decrease during cellular senescence. Experimental cell research
2001, 265(2):262-273.
61. Christians MJ, Larsen PB: Mutational loss of the prohibitin AtPHB3 results
in an extreme constitutive ethylene response phenotype coupled with
partial loss of ethylene-inducible gene expression in Arabidopsis
seedlings. Journal of experimental botany 2007, 58(8):2237-2248.
62. Van Aken O, Pecenkova T, van de Cotte B, De Rycke R, Eeckhout D,
Fromm H, De Jaeger G, Witters E, Beemster GT, Inze D, et al:
Mitochondrial type-I prohibitins of Arabidopsis thaliana are required for
supporting proficient meristem development. Plant J 2007,
52(5):850-864.
63. Wang Y, Ries A, Wu K, Yang A, Crawford NM: The Arabidopsis Prohibitin
Gene PHB3 Functions in Nitric Oxide-Mediated Responses and in
Hydrogen Peroxide-Induced Nitric Oxide Accumulation. Plant Cell 2010,
22(1):249-259.
64. Mengwasser J, Piau A, Schlag P, Sleeman JP: Differential immunization
identifies PHB1/PHB2 as blood-borne tumor antigens. Oncogene 2004,
23(44):7430-7435.
65. Theiss AL, Idell RD, Srinivasan S, Klapproth JM, Jones DP, Merlin D,
Sitaraman SV: Prohibitin protects against oxidative stress in intestinal
epithelial cells. Faseb J 2007, 21(1):197-206.
66. Kumar S, Nei M, Dudley J, Tamura K: MEGA: a biologist-centric software
for evolutionary analysis of DNA and protein sequences. Briefings in
bioinformatics 2008, 9(4):299-306.
67. Soltis PSSaDE: Applying the Bootstrap in Phylogeny Reconstruction.
Statist Sci 2003, 18(2):256-267.
68. Guo AYZQ, Chen X, Luo JC: GSDS: a gene structure display server. Yi
Chuan 2007, 29(8):1023-1026.
doi:10.1186/1471-2105-11-S6-S22
Cite this article as: Di et al.: Comparative genome analysis of PHB gene
family reveals deep evolutionary origins and diverse gene function.
BMC Bioinformatics 2010 11(Suppl 6):S22.
Submit your next manuscript to BioMed Central
and take full advantage of: 
• Convenient online submission
• Thorough peer review
• No space constraints or color ﬁgure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at 
www.biomedcentral.com/submit
Di et al. BMC Bioinformatics 2010, 11(Suppl 6):S22
http://www.biomedcentral.com/1471-2105/11/S6/S22
Page 15 of 15